). The absence of GAPDH Results demonstrate that ARF1 pre-mRNA was present in the anti-HA IP of STAU1 55 -HA 3 ,
) used in the RT-qPCR of LIN28 mRNA. LIN28 primer pairs (Supplemental Table S2 
Supplemental Materials and methods

Deep-sequencing of mRNA
Deep sequencing of mRNA was based on the 3'-region extraction and deep-sequencing (3'READS) method (Hoque et al., 2013) . Briefly, total HEK293T-cell RNA was subjected to one round of poly(A)-selection using Poly(A)Purist TM MAG (Ambion) and subsequently fragmented using the RNA Fragmentation Reagents (Ambion). Poly(A)-containing RNA fragments were isolated using MyOne Streptavidin C1 Dynabeads (Invitrogen) coated with a 5' biotinylated chimeric U 5 T 45 oligonucleotide (Sigma) for 1 hr at room temperature in binding buffer (10 mM Tris-HCl pH 7.5, 150 mM NaCl, 1 mM EDTA), followed by washing with washing buffer (10 mM Tris-HCl pH7.5, 1 mM NaCl, 1 mM EDTA, 10% formamide). RNA bound to the beads was digested with RNase H (5U in a 50 μl reaction volume) for 1 hr at 37 o C, which removed the poly(A) sequence and eluted RNA from the beads. Eluted RNA fragments were purified by 8 extraction with phenol-chloroform and ethanol precipitation, followed by phosphorylation of the 5' ends with T4 kinase (NEB). Phosphorylated RNA was then purified using the RNeasy kit (Qiagen) and was sequentially ligated to a 5'-adenylated 3'-adapter (5'-rApp/TGGAATTCTCGGGTGCCAAGG/3ddC-3') using the truncated T4 RNA ligase II (Bioo Scientific) and to a 5'-adapter (5'-CCUUGGCACCCGAGAAUUCCA-3') using T4 RNA ligase I (NEB). The resulting RNA was reverse-transcribed into cDNA using Superscript III (Invitrogen), and then PCR-amplified using Phusion high fidelity polymerase (NEB) in 12
cycles. cDNA libraries were sequenced using an Illumina Genome Analyzer GAIIx (1x72 nt).
Data analysis
Since the sequencing reads from 3'READS correspond to the 3'ends of mRNAs, they can be used to identify poly(A)-addition sites. Briefly, reads were aligned to the reference genome (hg19) by Bowtie (Langmead et al., 2009 ) using the first 25 nts as seed, allowing up to 2 mismatches. Uniquely mapped reads containing ≥ 2 non-genomic A nucleotides were considered as poly(A) site-supporting reads (PASS reads), which were used to identify poly(A) sites.
Cleavage sites located within 24 nts were iteratively clustered as previously described (Tian et al., 2005) , and the site with the greatest number of PASS reads in a cluster was identified as the representative poly(A) site for the cluster. Poly(A) sites were mapped to genes using RefSeq or UCSC Known Gene sequences. Sites mapped to within the 4-kbp downstream region were also assigned to the gene provided they were upstream of the transcription start site of the 
Fluorescent in situ hybridization (FISH) and microscopy
FISH was performed essentially as described (Jiang et al., 2004) . HEK293T cells (15 x 10 4 ) were seeded on poly-L-lysine-coated cover slips in a 12-well culture dish. One day later, cells were mock transfected or transfected with 100 ng of pEGFP + 500 ng of pcDNA3-HA, or 100 ng pEGFP-IRAlus-NICN1 + 500 ng of either pcDNA3-HA or pcDNA3-STAU1 55 -HA 3 . One day after transfection, cells were rinsed three times using PBS and fixed in 4% paraformaldehyde for 15 min at room temperature. Cells were then permeabilized using 0.5% Triton X-100 in PBS for 5 min at room temperature and subsequently washed three times using PBS. After treatment with 50% formamide in 2X SSC buffer (30 mM sodium citrate (pH 7.0), 300 mM NaCl) for 10 min at room temperature, 1 ng/µl of 5'TYE-labeled antisense EGFP-locked nucleic acid (LNA) (Exiqon) was added. Hybridization was performed for two hours at 54ºC in a hybridization buffer composed of 40% formamide, 0.2% bovine serum albumin, 10% dextran sulfate, 2mM
vanadyl adenosine complex, 1mg/ml yeast transfer RNA, 1mg/ml salmon sperm DNA, and 2X SSC. After three 10-min washes at 45 ºC with 50% formamide in 1X SSC, cells were mounted using ProLong Gold antifade with DAPI (Invitrogen). Images were taken using an Olympus FV1000 confocal microscope.
To evaluate the differentiation of MBs to MTs, hSkMc cells were visualized using a Nikon Eclipse TE2000-U inverted fluorescence microscope. Images were captured utilizing TILLVISION software (TILL Photonics) before and during the differentiation process.
